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by DAPI, and by DNA laddering. Data was presented as mean 4- 
SEM of at least three different experiments. A rejection level of 
p< 0.05 will be considered significant. 
Results: The simvastatin induced decrease in the cell viability, 
which was greater in the chondrosarcoma cell line compared with 
normal chondroblasts or fibroblasts (NIH3T3). The simvastatin 
produced apoptotic-like changes in the cell morphology, greater 
than the produced by etopoxide. These morphological changes 
were reverted by the isoprenoid lipids FPP and GGPR The apop- 
tosis was time- and dose-dependent and partially reverted by 
FPP and GGPP. The extent of apoptosis induced by simvastatin 
was 4-8 times greater than the apoptosis produced by etopoxide 
and 2.5-fold the induced by heat shock. 
Conclusions: The lipid-lowering simvastatin affects the viability 
of the chondrosarcoma cell line C422 inducing an apoptotic re- 
sponse dependent on the mevalonate pathway, greater than the 
produced by classical chemotherapeutic agents like etopoxide. 
The concomitant use of statins with chemotherapy in the treat- 
ment of chondrosarcomas must be considered. 
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Background: Traditionally, studies into the pathophysiology of 
joint diseases often focus on a specific cell type (e.g. chondro- 
cytes in OA or synoviocytes (FLS) in RA). However, RA and OA 
affect the whole joint and the interplay between the different cells 
within a joint may be important. Here we describe an in vitro 
model to study the interaction of chondrocytes and FLS. 
Material and methods: Chondrocytes were isolated from the 
metacarpophalangeal joint of calves and cultured for 1 week in al- 
ginate beads (4x 106cells/ml). Next, chondrocytes with their peri- 
cellular matrix were transferred to transwell filter and cultured for 
another 3 weeks. Every 2-3 days cartilage-like slices (n=3) were 
frozen at -20°C for analysis of proteoglycan (colorimetric) and 
collagen content (HPLC) and collagen cross linking (HPLC). Ra- 
dioactive labelling of cartilage matrix was performed during the 
first week of culture in transwells by adding 0.25 i~Ci/m135S-SO2-. 
After three weeks of culture FLS were placed on top of the car- 
tilage matrix. 7 days later the radioactivity in medium and matrix 
was determined. 
Results: After three weeks of culture, the cartilage slices formed 
in transwells had a GAG/collagen ratio of 0.9 (4- 0.15), compared 
to 0.3 4- 0.08 in normal bovine articular cartilage The slices con- 
tained less collagen (150 i~g/mg dry weight) than to bovine articu- 
lar cartilage (550 4- 163 i~g/mg). The ratio of hydroxyproline over 
proline (indicating collagen per total protein) was 0.43 (4- 0.01) 
after culture and 0.72 (4- 0.16) in bovine cartilage. The ratio of hy- 
droxylysylpyridinoline over lysylpyridinoline crosslinks was 17 4-1 
in the slices and 59 4- 5.4 in bovine cartilage. The lysine hydrox- 
ylation was similar in cultured cartilage (77 4- 1.2 Hyl/collagen) 
compared to 63 (4- 6.2) in normal articular cartilage. 
Stimulation of living slices with IL-11~ induced a 4-fold increase in 
the release of 35S compared to basal release. Addition of RA-FLS 
resulted in a 1.5-fold increased release. Surprisingly, no addi- 
tional effect was seen when FLS and IL-11~ were added together. 
Addition of TNF-~ resulted in a 2-fold increase of 35S compared 
to basal release, this was further increase (to 2.7 fold) after addi- 
tion to co-culture. No effects of FLS were seen when these cells 
were co-cultured with killed chondrocytes. 
Conclusions: In this study we introduce an in vitro model to study 
OA and RA pathology, with cultured cartilage slices (produced by 
bovine articular chondrocytes), which biochemically resembles 
real cartilage combined with synovial fibroblast of OA and RA 
patients. Catabolic factors such as IL-11~ and TNF-~ up-regulate 
extracellular matrix degradation by the cultured chondrocytes. In 
addition, FLS are also able to induce matrix degradation, but only 
when co-cultured with living chondrocytes, and not when chon- 
drocytes are dead. This suggests that interaction between chon- 
drocytes and synoviocytes plays an important role in RA and OA 
pathology. 
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Aim of Study: To examine therapeutic efficacy of caspase in- 
hibitors in rabbits with experimental osteoarthritis (OA). 
Methods: Experimental OA was induced in rabbits by anterior 
cruciate ligament ransection (ACLT). Rabbits were treated with 
intraarticular injections of caspase inhibitors three injections per 
week starting one week postoperatively. Animals were sacrificed 
8 weeks after ACLT for macroscopic, histological and immunohis- 
tochemical assessment of the knee joints. 
Results: Intraarticular dministration of the pan-caspase inhibitor 
Z-VAD.fmk twice per week significantly reduced cartilage degra- 
dation as measured by macroscopic and microscopic riteria. Un- 
